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AMENDMENTS TO THE CLAIMS: 

This listing of claims will replace all prior versions and listings of claims in the 
application: 

Claims 1-32 (Canceled). 



yfr. (Previously presented) A method of inducing cellular expansion, 

comprising the steps of: 

isolating a population of cells to be expanded; and 

exposing said cells to a soluble mutant flt3-L polypeptide to produce an 

expanded cell population, wherein said polypeptide comprises a substitution at one or 

more residues corresponding to amino acid position 24 of the full length human wild 

type flt3-L polypeptide (SEQ ID NO:1) or amino acid positions 8-15, 81-87 or 1 16-124 of 

the mature human wild type flt3-L polypeptide (SEQ ID NO:18), wherein the mutant 

flt3-L polypeptide exhibits increased biological activity relative to full length wild type 

(SEQ ID NO:1) or mature human wild type (SEQ ID NO:18) flt3-L polypeptide. 



yf. (Previously presented) The method of claim^S, wherein the expanded 

cell population is introduced into a patient 



3j£ (Original) The method of claim^^ wherein the population of cells to be 
expanded comprises hematopoietic cells. 
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3^ (Original) The method of claim 3^ wherein the population of cells is also 
exposed to a growth factor in addition to said flt3-L mutant polypeptide. 



L 

' (Original) The method of claim £5, wherein said growth factor is selected 
from the group consisting of interleukins, colony stimulating factors, and protein kinases. 

y$. (Previously presented) A method of expanding a population of cells in 
v/Vo, comprising the step of administering to a subject a pharmaceutical composition of 
a soluble mutant flt3-L polypeptide sufficient to induce the expansion of a target cell 
population, wherein said polypeptide comprises a substitution at one or more residues 
corresponding to amino acid position 24 of the full length human wild type flt3-L 
polypeptide (SEQ ID NO:1) or amino acid positions 8-15, 81-87 or 116-124 of the 
mature human wild type flt3-L polypeptide (SEQ ID NO:18), wherein the mutant fU3-L 
polypeptide exhibits increased biological activity relative to full length wild type (SEQ ID 
NO.i) or mature human wild type (SEQ ID NO: 18) flt3-L polypeptide. 

h fa 

3JEr (Currently amended) The method of claim 'pX t wherein the target cell 
population ic iso l ated from th e group consisting of comprises hematopoietic cells^-NK- 
eetie or dendritic cells. 



^ (Original) The method of claim $J^L\ 



40: (Original) The method of claim 3dT wherein the pharmaceutical 
composition further comprises a growth factor in addition to said flt3-L mutant 
polypeptides. 
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y£ (Original) The method of claim jfXl wherein said growth factor is selected 
from the group consisting of interleukins, colony stimulating factors and protein kinases. 



Claims 42-68 (Canceled) 

(Previously presented) The method according to claim £3, wherein a 
basic amino acid within amino acid positions 8-15 or 81-87 of the mature human wild 
type flt3~L polypeptide (SEQ ID NO:18) has been replaced with a non-basic amino acid 
or wherein an amino acid within amino acid positions 116-124 of the mature human wild 
type flt3-L polypeptide (SEQ ID NO:18) has been replaced with a basic amino acid. 

7 * 

JO, (Previously presented) The method according to claim Q8f wherein the 
basic amino acid replaced within amino acid positions 8-15 or 81-87 is the His at 
position 8 or the Lysat position 84 of the mature human wild type flt3-L (SEQ ID 
NO:18). 



ji. (Previously presented) The method according to claim wherein a 
second polypeptide is fused to the soluble mutant flt3-L polypeptide, wherein said 
second polypeptide is erythropoietin (EPO), thrombopoietin (TPO), granulocyte- 
macrophage Colony Stimulating Factor (GM-CSF), granulocyte Colony Stimulating 
Factor (G-CSF), an interleukin, an immunoglobulin, or fragments thereof, wherein the 
fragments retain the biological activity of the second polypeptide. 



Application No. 09/904,536 
Attorney Docket No. 03260.0028-01000 



7^. (Previously presented) The method according to claim 3jkT wherein said 
substitution at one or more residues corresponds to amino acid positions 8, 84, 118 or 
122 of the mature human wild type flt3-L polypeptide (SEQ ID NO:18). 

I/ ' 

(Previously presented) The method according to claim 3^ wherein said 
soluble mutant flt3-L polypeptide comprises one or more substitutions corresponding to 
L1H (SEQ ID NO:10), H8Y (SEQ ID NO:11), W118R (SEQ ID NO:16), K84E (SEQ ID 
NO: 14), K84T (SEQ ID NO: 15) or Q122R (SEQ ID NO: 17). 

7# (Previously presented) The method according to claim wherein said 
soluble mutant flt3-L polypeptide comprises amino acids 28-160, 28-182 or 28-185 of 
the full length human wild type flt3-L polypeptide (SEQ ID NO:1). 

3-1 /6 

7pf (Previously presented) The method according to claim wherein a 
basic amino acid within amino acid positions 8-15 or 81-87 of the mature human wild 
type flt3-L polypeptide (SEQ ID NO:18) has been replaced with a non-basic amino acid 
or wherein an amino acid within amino acid positions 1 16-124 of the mature human wild 
type flt3-L polypeptide (SEQ ID NO:18) has been replaced with a basic amino acid. 

(Previously presented) The method according to claim (JS y wherein the 
basic amino acid replaced within amino acid positions 8-15 or 81-87 is the His at 
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position 8 or the Lys at position 84 of the mature human wild type flt3-L (SEQ ID 
NO:18). 

W if 

yt . (Previously presented) The method according to claim £6, wherein a 
second polypeptide is fused to the soluble mutant flt3-L polypeptide, wherein said 
second polypeptide is erythropoietin (EPO), thrombopoietin (TPO), granulocyte- 
macrophage Colony Stimulating Factor (GM-CSF), granulocyte Colony Stimulating 
Factor (G-CSF), an interleukin, an immunoglobulin, or fragments thereof, wherein the 
fragments retain the biological activity of the second polypeptide. 

¥ f f 

J/6. (Previously presented) The method according to claim 38; wherein said 
substitution at one or more residues corresponds to amino acid positions 8, 84, 1 18 or 
122 of the mature human wild type W3-L polypeptide (SEQ ID NO:18). 

is- 

(Previously presented) The method according to claim 3£T wherein said 
soluble mutant flt3-L polypeptide comprises one or more substitutions corresponding to 
L1H (SEQ ID NO:10), H8Y (SEQ ID NO:11), W118R (SEQ ID NO:16), K84E (SEQ ID 
NO:14), K84T (SEQ ID NO:15) or Q122R (SEQ ID NO:17). 

27 is- 

8pr. (Previously presented) The method according to claim £8? wherein said 
soluble mutant flt3-L polypeptide comprises amino acids 28-160, 28-182 or 28-185 of 
the full length human wild type flt3-L polypeptide (SEQ ID NO:1 ). 
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Claims 81 -110 (Canceled) 




(Currently amended) A method for transplanting hematopoietic stem cells, 



progenitor cells or both hematopoietic stem cells and progenitor cells in a patient in 
need thereof, comprising: 

(a) administering a therapeutically effective amount of a pharmaceutical 
composition [fof| |comprising a soluble flt3-L mutant polypeptide to the patien t to expand 
the hematopoietic stem cells, progenitor cells or both in the patient , wherein said 
polypeptide has a substitution at one or more residues corresponding to amino acid 
position 24 of the full length human wild type flt3-L polypeptide (SEQ ID NO:1) or amino 
acid positions 8-1 5 f 81-87 or 1 16-124 of the mature human wild type flt3-L polypeptide 
(SEQ ID NO:18) wherein the mutant flt3-L polypeptide exhibits increased biological 
activity relative to full length wild type (SEQ ID NO:1) or mature human wild type (SEQ 
ID NO:18) flt3-L po!ypeptide;-aftd 

(b) collecting said expanded hematopoietic stem cells, progenitor cells or both 
from the patient: and 

(c) transplanting h e matopo ie t i c st e m c el ls, prog e nitor said cells collected in 

step (b) ef-beth-to the patient. 



comprising administering radiation, chemotherapy or both radiation and chemotherapy 




(Currently amended) The method according to claim 1>T; further 
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to the patien t, wherein said cells are transplanted concurrent with or following 
administering radiation, chemotherapy or both . 

30 2$ 

1 )€. (Previously presented) The method according to claim wherein the 
hematopoietic stem cells or progenitor cells are allogeneic. 

1 ^4. (Previously presented) The method according to claim wherein the 
hematopoietic stem cells or progenitor cells are autologous. 

& % 

1)£ (Previously presented) The method according to claim 1*1, wherein a 
basic amino acid within amino acid positions 8-15 or 81-87 of the mature human wild 
type flt3-L polypeptide (SEQ ID NO:18) has been replaced with a non-basic amino acid, 
or wherein an amino acid within amino acid positions 1 16-124 of the mature human wild 
type flt3-L polypeptide (SEQ ID NO: 18) has been replaced with a basic amino acid. 

t*B, (Previously presented) The method according to claim \y& % wherein the 
basic amino acid replaced within amino acid positions 8-15 or 81-87 is the His at 
position 8 or the Lys at position 84 of the mature human wild type flt3-L (SEQ I D 
NO:18). 

\jt. (Previously presented) The method according to claim y 5, wherein the 
amino acid replaced within amino acid positions 1 16-124 is the Trp at position 1 1 8 or 
the Gin at position 122 of the mature human wild type flt3-L (SEQ ID NO: 18). 
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\y&. (Previously presented) The method according to claim yn\ wherein a 
second polypeptide is fused to the soluble mutant flt3-L polypeptide, wherein said 
second polypeptide is erythropoietin (EPO), thrombopoietin (TPO), granulocyte- 
macrophage Colony Stimulating Factor (GM-CSF), granulocyte Colony Stimulating 
Factor (G-CSF), an interleukin, an immunoglobulin, or fragments thereof, wherein the 
fragments retain the biological activity of the second polypeptide. 

(Previously presented) The method according to claim 1 ^4, wherein said 
substitution at one or more residues corresponds to amino acid positions 8, 84, 1 18 or 
122 of the mature human wild type flt3-L polypeptide (SEQ ID NO:18). 

120; (Previously presented) The method according to claim 1^f, wherein said 
soluble mutant flt3-L polypeptide has one or more substitutions corresponding to L1 H 
(SEQ ID NO:10), H8Y (SEQ ID NO:1 1), W118R (SEQ ID NO:16), K84E (SEQ ID 
NO:14), K84T (SEQ ID NO: 15) or Q122R (SEQ ID NO:17). 

121 . (Previously presented) The N method according to claim ^yc, wherein said 
soluble mutant flt3-L polypeptide comprises amino acids 28-160, 28-182 or 28-185 of 
the full length human wild type flt3-L polypeptide (SKI ID NO:1). 
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progenitor cells or both hematopoietic stem cells and progenitor cells in a patient in 
need thereof, comprising: 

(a) collecting hematopoietic cells, progenitor cells or both from the patient: 
lb) administering ex vivo a thorapoutical l v an effective amount of a 
pharmoooutioal composition flof flcomprising a soluble flt3-L mutant polypeptide to said 
cells collected in step (a) to expand the [[to ^hematopoietic stem cells, progenitor cells 
or both homatopoiotio stom oolls and progon i tor c e l l s , wherein said polypeptide has a - 
substitution at one or more residues corresponding to amino acid position 24 of the full 
length human wild type flt3-L polypeptide (SEQ ID NO:1) or amino acid positions 8-15, 
81-87 or 1 16-124 of the mature human wild type flt3-L polypeptide (SEQ ID NO:18) 
wherein the mutant flt3-L polypeptide exhibits increased biological activity relative to full 
length wild type (SEQ ID NO:1) or mature human wild type (SEQ ID NO:18) f)t3-L 
polypeptide; and 

([[b)]c)transplanting said expanded hematopoietic stem cells, progenitor cells or 
both to the patient. 



comprising administering radiation, chemotherapy or both radiation and chemotherapy 
to the patien t, wherein said cells are transplanted concurrent with or following 
administering radiation, chemotherapy or both . 



1 




(Currently amended) The method according to claim 1 




, further 
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(Previously presented) The method according to claim 128, wherein the 



hematopoietic stem cells or progenitor cells are allogeneic. 



1^ 



(Previously presented) The method according to claim I^Z; wherein the 
hematopoietic stem cells or progenitor cells are autologous. 

f? % 

126. (Previously presented) The method according to claim 122, wherein a 
basic amino acid within amino acid positions 8-15 or 81-87 of the mature human wild 
type flt3-L polypeptide (SEQ ID NO:18) has been replaced with a non-basic amino acid, 
or wherein an amino acid within amino acid positions 1 16-124 of the mature human wild 
type fit3-L polypeptide (SEQ ID NO:18) has been replaced with a basic amino acid. 



(Previously presented) The method according to claim 1^/wherein the 
basic amino acid replaced within amino acid positions 8-15 or 81-87 is the His at 
position 8 or the Lys at position 84 of the mature human wild type flt3-L (SEQ ID 
NO:18). 

\/&. (Previously presented) The method according to claim 126, wherein the 
amino acid replaced within amino acid positions 1 16-124 is the Trp at position 1 18 or 
the Gin at position 122 of the mature human wild type flt3-L (SEQ ID NO;1 8). 

1^9. (Previously presented) The method according to claim 122, wherein a 
second polypeptide is fused to the soluble mutant flt3-L polypeptide, wherein said 
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second polypeptide is erythropoietin (EPO), thrombopoietin (TPO), granulocyte- 
macrophage Colony Stimulating Factor (GM-CSF), granulocyte Colony Stimulating 
Factor (G-CSF), an interleukin, an immunoglobulin, or fragments thereof, wherein the 
fragments retain the biological activity of the second polypeptide. 



(Previously presented) The method according to claim wherein said 



substitution at one or more residues corresponds to amino acid positions 8, 84, 118 or 
122 of the mature human wild type flt3-L polypeptide (SEQ ID NO:18). 



(Previously presented) The method according to claim 1^2, wherein said 
soluble mutant flt3-L polypeptide has one or more substitutions corresponding to L1 H 
(SEQ ID NO:10), H8Y (SEQ ID NO:11), W118R (SEQ ID NO:16), K84E (SEQ ID 
N0:14), K84T (SEQ ID NO:15) orQ122R (SEQ ID NO:17). 

V$£. (Previously presented) The method according to claim 1?2, wherein said 
soluble mutant flt3-L polypeptide comprises amino adds 28-160, 28-182 or 28-185 of 
the full length human wild type flt3-L polypeptide (SEQ ID NO:1 ). 



Claim 133 (Canceled) 

i t 

134. (Previously presented) The method according to claim 09, wherein the 
amino acid replaced within amino acid positions 1 16-124 is the Trp at position 1 18 or 
the Gin at position 122 of the mature human wild type f!t3-L (SEQ ID NO: 18). 
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* 



3 

(Previously presented) The method according to claim l£ % wherein the 



i to claim 



amino acid replaced within amino acid positions 116-124 is the Trp at position 1 18 or 
the Gin at position 122 of the mature human wild type flt3-L (SEQ ID NO:18). 

Claims 136-141 (Canceled) 

1^2. (New) The method according to claim 38, wherein the population of cells 
to be expanded comprise CD34* hematopoietic stem cells, hematopoietic progenitor 
cells, hematopoietic stem and progenitor cells or dendritic cells. 

(New) The method of claim y(\ , further comprising administering said 
composition to the patient after transplanting said cells to the patient. 

(New) The method according to claim 1^2, further comprising 
administering said composition to the patient prior to collecting the hematopoietic cells 
from the patient. 



<5f up 

1f5. (New) The method according to claim 128, further comprising 
administering said composition to the patient after transplanting the hematopoietic stem 



cells, progenitor cells or both to the patient. 
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0 ho 

ytfy. (New) The method according to daim wherein the hematopoietic 
ce || s are collected from peripheral blood, umbilical cord blood or bone marrow. 



yd. (New) The method according to claim l^sf, wherein the hematopoietic 
stem cells, progenitor cells or both are CD34*. 



(New) The method according to claim Z$\ wherein the hematopoietic cells 
comprise hematopoietic stem cells, hematopoietic progenitor cells, or hematopoietic 
stem and progenitor cells. 

I? )7 

1#f. (New) The method according to claim 1^8, wherein the hematopoietic 
cells are CD34*. 

1^61 (New) The method of claim 1^ wherein the expanded cell population is 
introduced into a patient 



.14. 



